OH, which was prepared from Fmoc-Ser(OtBu)-OH (409 mg, 1.25 mmol), HBTU (474 mg, 1.25 mmol) and N,N-diisopropylethylamine (218 µL, 1.25 mmol) in DMF (3 mL) . After 2 h of shaking, the resin was washed with DMF (3 x 5mL), DCM (3 x 5mL) and DMF (3 x 5mL). The Fmoc group was removed from the Fmoc-Ser(OtBu) functionalized resin using 20% piperidine in NMP (5 min and then 20 min) and the above procedure repeated for additional amino acid residues.
For inclusion of the ethane-2-thiol group, free amine was treated with pre-activated 2-bromoacetic acid, which was prepared from 2-bromoacetic acid (347 mg, 2.5 mmol), DIC (391 µL, 2.5 mmol) and HOAt (170 mg, 1.25 mmol) in DMF (3 mL). After 1 h of shaking, the resin was washed with DMF (3 x 5mL), DCM (3 x 5mL) and DMF (3 x 5mL). The bromoacetyl group was treated with S-(4-methoxytrityl)-2-aminoethanethiol (873 mg, 2.5 mmol) dissolved in DMF(3 mL). After 30 min of shaking, the resin was washed with DMF (3 x 5mL), DCM (3 x 5mL) and DMF (3 x 5mL). Chloranil test was used to monitor the reaction progress.
The secondary amine S2 (scheme S1) was treated with pre-activated Fmoc-Glu(OtBu)-OH and heated to 55 °C for 60 min under microwave conditions. Pre-activated FmocGlu(OtBu)-OH was prepared from Fmoc-Glu(OtBu)-OH (532 mg, 1.25 mmol), DIC (196 µL, 1.25 mmol) and HOAt (85 mg, 0.63 mmol) in DMF (3 mL). The reaction was monitored using a chloranil test. The subsequent Fmoc-Gln(Trt) residue was incorporated using the method outlined above for coupling of Fmoc-Ser(OtBu)-OH to resin. After removal of the Fmoc group, the free amine was treated with pre-activated acrylic acid for 3, which was prepared from acrylic acid (86 µL, 1.25 mmol), DIC (196 µL, 1.25 mmol)
and HOAt (85 mg, 0.63 mmol) in DMF (3 mL). After 1 h of shaking, the resin was washed with DMF (3 x 5 mL), DCM (3 x 5 mL) and DMF (3 x 5 mL). mmol) was swelled in DCM (3 mL) before treatment with 2% TFA and 5% TIPS in DCM (5 mL). After shaking for 15 min, the resin was washed with DCM (3 x 5 mL).
This deprotection procedure was repeated until no yellow color persisted in the reaction solvent (3 x 15 min). The resin was then washed with DMF (3 x 5mL), DCM (3 x 5mL) and DMF (3 x 5 mL). An Ellman test was used to confirm the presence of free thiol.
2, 3
Synthesis of teHBS 1 via Method A. The free thiol functionalized resin, 3, was swelled in DMF (3 mL) before addition of appropriate base and the reaction was monitored using an Ellman test (see Table 1 for reaction conditions). Reactions were carried out at 25 °C. 
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Synthesis of teHBS via Method B. Free thiol functionalized resin, 4, was swelled in DMF (3 mL) before addition of appropriate base and the reaction was monitored using an Ellman test (see Table 1 for reaction conditions). Reactions were carried out at 25 °C. harvested by centrifugation at 3700 g for 45 minutes and the supernatant was discarded.
The cells were resuspended in 50 mL of binding buffer (5mM NaH 2 PO 4 , 30 mM NaCl, 0.5 mM imidazole, and 0.2 mM BME, Roche® protease inhibitor cocktail, pH 7.9), and lysed by sonication in ice (8 x 15 seconds pulses over 30 minutes). The cells were again centrifuged at 3700 g for 40 minutes at 4 °C, and the resulting supernatant containing the desired Mdm2 fusion protein was allowed to bind nickel beads with shaking at 4 °C for 2 hours. Protein was eluted form the beads with elution buffer (5 mM NaH 2 PO 4 , 30 mM NaCl, 25 mM imidazole and 0.2mM BME). Protein was concentrated using an AmiconUltra centifuge filter (3 kD cut-off) and characterized by SDS-PAGE analysis. (2) to calculate the K D2 value of teHBS 1 and HBS 2.
where: 
2D NMR Spectroscopy.
All experiments were carried out on a Bruker AVANCE 500 MHz spectrometer at 25 °C.
Samples of 1 were prepared by dissolving 2 mg of peptide in 400 µL phosphate buffered saline (13.7 mM NaCl, 1 mM phosphate, 0.27 mM KCl, pH 3.5) and 100 µL TFE-d3.
The pH of the solution was adjusted to 3. 
